CASE REPORT
===========

A 32-year-old caucasian male patient sought the Surgery department at the University Hospital of the University of São Paulo, complaining of right cheek swelling for about one year ([Figure 1A](#g01){ref-type="fig"}). There were no other symptoms.

![**-- A**- Asymmetric enlargement of the right cheek; **B** and **C**- Surgical exeresis of the intraparotid lymph node; **D**- Sectioning surface of the lymph node.](autopsy-02-01043-g01){#g01}

On clinical examination there was a nodule in the right parotid gland region, with up to 3 cm in its longest axis, with well-defined limits. On palpation it was painless and hard, suggesting a parotid pleomorphic adenoma as first diagnostic hypothesis. There were no other signals on physical examination. The ultrasonography revealed a 3.0 cm hypoechoic nodular structure inside the parotid gland.

The patient was submitted to a fine needle aspiration (FNA) biopsy and the cytologic analysis revealed scarce cells with large multilobed and convoluted nuclei, with nuclear membrane irregularity and macronucleoli, highly suggestive of Hodgkin lymphoma (HL) diagnostic cells ([Figure 2A](#g02){ref-type="fig"}). These cells were present in a background containing a large number of small polymorphic lymphocytes, frequent eosinophils ([Figure 2B](#g02){ref-type="fig"}) and rare aggregates of histiocytes in an outline of granulomas. Typical findings of reactive lymphoid hyperplasia like lymph-histiocytic aggregates or tangible body macrophages were not detected. FNA findings were interpreted as suspicious for lymphoproliferative disorder demanding surgical excisional biopsy for precise diagnosis definition.

![-- Photomicrography -- Cytologic examination of the intraparotid lymph node aspirate. **A**- (Papanicolau stain, 400X) large cells (black arrow) with irregular enlarged nuclei and macronucleoli; **B**- (Dry panotic stain, 1000X) Large atypical cell in a background of small lymphocytes and eosinophils (white arrow).](autopsy-02-01043-g02){#g02}

The right parotid gland was operated on by trans-node excision in order to preserve the facial nerve ([Figures 1B,C](#g01){ref-type="fig"}). The excisional biopsy of the intraparotid lymph node was performed and the whole material was sent for pathological analysis. Gross examination revealed a 4.0 × 3.0 × 2.5 cm nodular tumor covered by a smooth and translucent capsule. On sectioning surface the tissue showed a light brown color, smooth appearance and elastic consistency ([Figure 1D](#g01){ref-type="fig"}).

The histological analysis showed a diffuse and vaguely multinodular lymphoid proliferation. Large cells with the same characteristics observed in the FNA were distributed in a nodular background composed of small lymphocytes and numerous reactive granulomas formed by epithelioid histiocytes ([Figures 3A,B](#g03){ref-type="fig"}). Special stains for microorganisms were negative. On immunohistochemistry analysis, the large cells were CD20 positive ([Figure 4A](#g04){ref-type="fig"}), CD15 negative, CD30 negative, CD10 negative, EMA negative and CD3 negative.

![-- Photomicrography -- Histologic examination of the intraparotid lymph node. (hematoxilin & eosin) **A**- Panoramic view (100X) Diffuse, imprecise multinodular lymphoid proliferation, with reactive granulomas (arrow); **B**- (400X) Large atypical cells (arrow) in a background rich in small lymphocytes.](autopsy-02-01043-g03){#g03}

![-- Photomicrography -- Immunohistochemistry. **A**- (400X) positivity for CD20 in the L&H cell (arrow); **B**- CD68+ reactive granulomas.](autopsy-02-01043-g04){#g04}

These morphological and immunohistochemical findings were consistent with lymphocytic and histiocytic (L&H) diagnostic cells of a nodular lymphocyte predominance Hodgkin Lymphoma (NLPHL). Around these cells, there was a crown of reactive CD3+ and CD57+ T lymphocytes. Small lymphocytes without atypia in the background were mainly CD20+. The reactive histiocytes and granulomas were CD68+ ([Figure 4B](#g04){ref-type="fig"}) and a network of expanded follicular dendritic cells within the nodules was demonstrated by the positivity for CD21. Altogether, these findings were consistent with a NLPHL of a lymph node within the parotid gland.

Surgical treatment was complemented by adjuvant radiotherapy. The patient is in remission in a current 5-year follow-up with periodic clinical and imaging controls.

DISCUSSION
==========

Hodgkin's lymphoma is a malignant lymphoproliferative disorder defined in terms of histology and immunophenotype. It usually affects the lymph nodes of the cervical region of young adults in most cases.[@B001]

Lymphomas within the parotid gland are rare. Their incidence accounts for 0.2 to 0.8% of all malignant parotid tumors.[@B002] The parotid gland is more commonly affected when compared to the submandibular and sublingual glands. Salivary glands lymphomas occur most frequently in women with Sjögren's syndrome.[@B003] In the parotid gland, the most common type of lymphoma is non-Hodgkin lymphoma.[@B002]^,^[@B004]

The NLPHL is considered a particular (non-classical) clinical and histopathological subtype of HL.[@B001] The classic form of HL comprises the other four histopathological categories: nodular sclerosis, mixed cellularity, lymphocyte depletion and the lymphocyte-rich classic HL.[@B001]

Approximately 3 to 5% of head and neck tumors are lymphomas, which can be classified as HL or non-Hodgkin lymphomas.[@B005]^,^[@B006]

HL is responsible for about 14% of all lymphomas.[@B005] NLPHL corresponds to 5-10% of all HL. When compared to classic HL, NLPHL is more frequent in males (70%) with the involvement of peripheral lymph nodes. Symptoms such as fever, weight loss and night sweats (B symptoms) are observed in less than 20% of the affected patients. Additionally, the clinical course is usually indolent, with late relapses.[@B001]

NLPHL is distinguished from the classical HL by histological, genetic and immunophenotypic features. The scarce malignant cells in NLPHL are of the lymphocytic and histiocytic (L&H) type, morphologically different from the Reed-Stenberg cell of the classic HL. L&H cells are arranged in a reactive background of small B and T lymphocytes. They express B-lymphocytes markers (CD20, CD79a) and epithelial membrane antigen (EMA), but not CD30 or CD15, in contrast to the classic HL.[@B001]^,^[@B007] Clinical presentation in the head and neck may vary from nodal and/or extranodal sites.[@B008]

Primary HL in the parotid gland is a rare entity with very few cases reported in the literature.[@B009]^,^[@B010] In fact, in order to be considered a primary parotid tumor, gland involvement must be the first clinical manifestation of lymphoma. HL is usually not suspected in the conventional approach of a parotid tumor. In a review of primary lymphomas of the parotid gland, Yencha et al. (2002) described the "lymphocyte predominance subtype" (classic HL) as the most common, accounting for 40% of cases.[@B010] However, as the NLPHL entered the WHO classification only in 2001, possibly some of the previous cases described as lymphocyte-rich/lymphocyte predominance classical HL would be now reclassified as NLPHL. In fact, in Yencha et al. series, immunophenotypic profiles of HL cases were not shown. We did not find any report in the literature of NLPHL located in the parotid gland. Although NLPHL was first described in the 1980's, it was only incorporated into the WHO classification in 2001. It is likely that at least a few cases previously classified as primary lymphocyte-rich/lymphocyte predominance classic HL of the parotid gland would be reclassified as NLPHL nowadays.

The access of major salivary glands is relatively easy, and therefore these glands are excellent targets for FNA biopsy.^11^This procedure is often indicated in the preoperative evaluation of parotid masses[@B011]^,^[@B012] since it can furnish the diagnosis, preparing both the surgeon and the patient in the surgical planning. The cytological characteristics in this case were suggestive of Hodgkin lymphoma (HL). Specific cytological descriptions of NLPHL subtype are limited in the literature.[@B013]

The surgical procedure adopted in the present case permitted the separation of the superficial and deep lobes of the parotid gland from the origin of the facial nerve in order to preserve it. The non-occurrence of salivary fistula neither facial nerve injury showed the appropriate surgical technical option. Intraoperative evidence of exclusive involvement of intraparotid lymph node led to end the surgical procedure with its complete excision and preserving the parotid gland.

The most common treatment for localized NLPHL is the total excision of involved lymph nodes followed by radiotherapy.[@B014]

None of the most frequent complications after the parotid gland manipulation like facial palsy, Frey's syndrome, salivary fistula, and loss of sensation in the area of the parotid gland occurred in this case.[@B015]

In conclusion, lymphoproliferative disorders are usually not considered in the initial management of a parotid gland mass and are rarely suspected before biopsies or surgical removal. We describe a rare case of nodal NLPHL in the parotid gland, treated with lymph node excision and local radiotherapy with uneventful 5-year follow up.
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